I0PATENT COOPERATION TREAlti) 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicants or agenfs file reference 

Case 20341 


FOR FURTHER 860 Notification of Transmittal of International Search Report 

* (Form PCT/1SA/220) as weD as, where applicable, Item 5 below. 

ACTION 


International application No. 
PCT/EP 00/00847 


International filing date (day/month/year) 

03/02/2000 


(Earliest) Priority Date (day/month/yaar) 

04/02/1999 


Applicant 

ROCHE DIAGNOSTICS GNBH et al . 



This International Search Report has been prepared by this International Searching Authonty and Is transmitted to the applicant 
according to Article 18. A copy Is being transmitted to the International Bureau 

This International Search Report consists of a total of 9 sheets. 

[X] It Is also accompanied by a copy of each prior art document cfted In this report 



Basis of the report 

a. With regard to the language, the International search was carried out on the basis of the International application In the 
language In which It was filed, unless otherwise Indicated under this item. 

I I the International search was carried out on the basis of a translation of the International application furnished to this 
1 — ' Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed In the International appDcation, the international search 
was carried out on the basis of the sequence listing : 

| | contained In the International application In written form. 

filed together wfth the International application In computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence Dating does not go beyond the disclosure in the 
International application as filed has been furnished. 

the statement that the Information recorded in computer readable form Is identical to the written sequence listing has been 
furnished 



2. 

a 



[X| Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 



4. With regard to the tine, 

|X| the text is approved as submitted by the applicant 

| | the text has been established by this Authority to read as follows: 



With regard to the abstract, 

| | the text is approved as submitted by the applicant 

[XI the text has been established, according to Rule 38.2(b), by this Authority as It appears In Box III. The applicant may, 
1 — 1 within one month from th date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract Is Rgure No. 1 

[X| as suggested by the applicant Q None of th figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the Invention. 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

Thte International Search Report has not been established In respect of certain claims under Article 17(2)(a) for th following reasons: 

1. ["I Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. pri Claims nos,: 1-10 In part 

because they relate to parts of the International Application that do not comply wfth the prescribed requirements to such 
an extent that no meaningful International Search can be carried out specifically: 

See FURTHER INFORMATION SHEET PCT/ISA/210 



3, Q Claims Nos.: 

because they are dependent claims and are not drafted In accordance wfth the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of Rem 2 of first sheet) 



Thte International Searching Authority found multiple Inventions in this International application, as follows: 



1. I I As aO required additional search fees were timely paid by the applicant, thte International Search Report covers all 
■ — > searchable claims, 

2. As aQ searchable claims coukJ be searched without effort Justifying an additional fee, this Authorfty did not Invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, thte International Search Report 
1 — 1 covers only those claims for which fees were paid, specifically claims Nos.: 



4. | No required additional search fees were timely paid by the applicant Consequently, this International Search Report Is 
restricted to the Invention first mentioned In the claims; ft Is covered by claims Nos.: 



Remark n Protest | | The additional search fees were accompanied by the applicant's protest 

| | No protest accompanied the payment of additional search fees. 
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Continuation of Box 1.2 
Claims Nos.: 1-10 In part 



Present claims 1-10 relate to an extremely large number of possible 
compositions. Support within the meaning of Article 6 PCT and/or 
disclosure within the meaning of Article 5 PCT 1s to be found, however, 
for only a very small proportion of the compositions claimed. In the 
present case, the claims so lack support, and the application so lacks 
disclosure, that a meaningful search over the whole of the claimed scope 
Is Impossible. Consequently, the search has been carried out for those 
parts of the claims which appear to be supported and disclosed, namely 
those parts relating to the compositions prepared In the examples, those 
specifically claimed, and to the process of their preparation. 

The applicant's attention 1s drawn to the fact that claims, or parts of 
claims, relating to Inventions In respect of which no International 
search report has been established need not be the subject of an 
International preliminary examination (Rule 66.1(e) PCT). The applicant 
1s advised that the EPO policy when acting as an International 
Preliminary Examining Authority 1s normally not to carry out a 
preliminary examination on matter which has not been searched. This 1s 
the case Irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



^International application Na 

INTERNATIONAL SEARCH REPORT I PCT / EP 00/00847 



Box III TEXT OF THE ABSTRACT (Continuation of Rem 5 of the first sheet) 



The object of the Invention Is to provide a pharmaceutical composition of a 
hydrophoblcally modified hedgehog protein containing a biocompatible carrier, 
wherein the carrier binds the hedgehog protein as an active folded structure 
and can release 1t locally In vivo 1n an active form 1n a deleyed manner. 
Such formulations are particularly suitable for the repair of bone and 
cartilage defects and can also be used to repair neuronal defects or for a 
systemic delivery. 

The object 1s achieved by a pharmaceutical composition of a hydrophoblcally 
modified hedgehog protein which 1s characterised 1n that this composition 
contains hydrophoblcally modified hedgehog proteins and a biodegradable 
protein or a proteolytic degradation product thereof as a carrier. 
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B. FIELDS SEARCHED 
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PORTER ET AL: "Cholesterol modification 
of hedgehog signaling proteins 1n animal 
development" 
SCIENCE, 

vol. 274, no. 2, 

11 October 1996 (1996-10-11), pages 
255-259, XP002082038 
figure 1 

BLAKE PEPINSKI R ET AL: "Identification 
of a palmitic ac1d-mod1f1ed form of human 
sonic hedgehog" 

JOURNAL OF BIOLOGICAL CHEMISTRY, 

vol. 273, no. 22, 

29 Nay 1998 (1998-05-29), pages 

14037-14045, XP002094956 

abstract 

* Absatz DISCUSSION * 

-/— 



1-10 



1-10 



Further documents are listed In the corrtauatton of box C. 



|y j Patent family members are Isted hi annex. 



° Special categories of cited documents : 

"A" document defrurig the general state of the ait which Is not 

considered to be of particular relevance 
"E" earlier document but pubished on or after the hritemat l onal 

fling date 

T" document which may throw doubts onprlortty dakn(s)or 
which Is cited to establish the publication date of another 
cftallon or other special reason (as specified) 

"O" document referring to an oral oJsctosure, use, exhfcrUon or 
other means 

T" document pubished prior to the International flhng date but 
later than the priority date d aimed 



'T* later document published after the hrtemational ffihig date 
or priority date and not hi conflct with the appicatlon but 
cited to understand the pnnclple or theory underlying the 
Invention 

"X" document of particular relevance; the claimed hwentlon 
cannot be considered novel or cannot be considered to 
Involve an Inventive step when the document Is taken alone 

"Y" document of particular relevance; the claimed hwentlon 

cannot be considered to Involve an hiventtve step when the 
document Is cornbfc^ed wtth one or more other such docu- 
ments, such combhiation being obvious to a person sidled 
In the art 

U & N document member of the same patent famly 
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European Patent Office, P.B. 681 8 Patent! aan 2 
NL-2280HVRIjswlJc 
Tel. (+31-70) 340-2040, Tx. 31 661 epo rl, 
Fax: (+31-70) 340-3016 


Authorized officer 

Dullaart, A 



Form PCT/18A£1 0(j 



sheet) (JiJy 1992) 



page 1 of 5 



INT^p 



VTIONAL SEARCH REPORT 



I Application No 

TCT/E? 00/00847 



<X(Oonttiuation) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category 0 


Citation of document with Indcati on, where appropriate, of the relevant passages 


Relevant to dahn No. 
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figures 3-5 
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ROBINSON C J: "Neurotrophic factors - 

novel therapeutics" 

TRENDS IN BIOTECHNOLOGY, 

vol. 14, no. 12, December 1996 (1996-12), 

page 451-452 XP004071034 
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DOWNS E.C. ET AL: "Calcium alginate beads 
as a slow-release system for delivering 
angiogenic molecules 1n vivo and In vitro" 
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abstract 
page 423 
page 427 

GRAY, C. J. ET AL: "Retention of Insulin 
1n alginate gel beads" 
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tables 1,2 
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Y. YANG ET AL.: "Relationship between 
dose, distance and time In Sonic 
Hedgehog-mediated regulation of 
anteroposterior polarity In the chick 
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DEVELOPMENT, 

vol. 124, 1997, pages 4393-4404, 
XP002072810 

cited In the application 
abstract 

page 4394, right-hand column 
table IB 
figures 1-3 
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